Opened by 0. LEYTON, M.D.
ANY man who would open voluntarily a discussion on diabetes mellitus must possess exceptional courage, or exceptional knowledge, or exceptional ignorance. I do not lay claim to any of these, and wish to draw attention to the fact that the discussion is upon a particular form of treatment of the disease, a treatment which has been adopted during the last two years.
In order to discuss the treatment of a disease we need not be acquainted with the cause of the condition, as shown by the fact that quinine cured malaria long before Laveran demonstrated the presence of the plasmodium; mercury and potassium iodide diminished the ravages of syphilis for many years before Schaudinn and Hoffmann found the Spirochwta pallida; whilst salicylates, introduced by Mackenzie, ameliorate rheumatic fever, a disease the cause of which is still under discussion. That the discovery of the cure of a disease may precede the discovery of the cause of the disease is an unfortunate fact, for it leads to some optimists devoting their time to empirical observation-observation which is rarely fruitful. But, even if it is granted that we need not know the cause of a disease in order to be able to discuss its treatment, we must have some definition of the disease in order that the speakers who take part in the discussion may talk about the same disorder.
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DEFINITION.
There is no satisfactory definition of diabetes mellitus, and therefore, for the purpose of the discussion to-day, with your permission, I shall assume that a patient who, whilst upon normal diet, passes dextrose in the urine in quantities sufficient to be detected by the reduction of Fehling's solution is suffering from diabetes mellitus, provided that he does not present any symptoms of disease of the central nervous system or thyroid gland; this excludes pentosuria, lactosuria, and lhevulosuria.
It is true that this definition fails in that, occasionally, the reduction of copper in Fehling's solution would not occur with the amount of sugar present in the urine were the reduction not assisted by glycuronic acid or other reducing substances. The difficulty then is as to what is responsible for the reduction-the minute amount of dextrose or the glycuronic acid ? It is scarcely necessary to emphasize the immense difference between the two statements: " who passes dextrose in the urine in a quantity to be detected with Fehling's solution," and " who passes urine which will reduce Fehling's solution." The certainty that the substance causing the reduction is dextrose must be established either by fermentation or by forming an ozazone and determining its melting-point.
Perhaps the most convenient definition for the clinician would be the passing of urine containing sufficient sugar to be detected by the fermentation test; but this might exclude a few early slight cases of diabetes mellitus and would include laevulosuria.
Although the above definition is not satisfying, until we know the cause of the disease we cannot expect an accurate definition, especially when we remember that normal urine contains about 0 01 per cent.
sugar, whilst in diabetes mellitus there is simply an increase in the amount along with other alterations in metabolism, varying in intensity with the gravity of the condition; nevertheiess, the definition is logical, as shown by the experiments of F. M. Allen, who has found that if a small fraction of pancreas be removed from a dog, the animal's metabolism is disturbed and sugar will appear in the urine in larger quantities than normal. On removing a bigger fraction, the dog's metabolism is still further upset, and when only one-tenth of the pancreas is left, all the symptoms of severe diabetes developed.
We must not-draw the conclusion from these experiments that diabetes mellitus is due to degeneration of the pancreas. The defini-tion agrees with a statement of Joslin, which I was fortunate enough to come across after adopting the above, who writes: " I consider any patient to have diabetes mellitus, and treat him.as such, who has sugar in the urine demonstrable by any common tests. This is a broad definition, but it is safer for the patient than the use of the term glycosuria, which begets indifference."
If we adopt this definition we may banish the idea that there are two diseases-diabetes mellitus and dietetic glycosuria-the former of grave and the latter of slight importance, and acknowledge that the two conditions are two varieties of the same disease.
It is unwise to divide diseases into many classes when the classification must depend purely upon the time between the onset of the disease and the death of the patient. Although we are including all cases of dextrosuria into the class of diabetes mellitus we must recognize that it is extremely probable that there are several pathological conditions which give rise to the condition. This we must keep before us continuously when considering the effects of treatment, and realize that the results of treatment may assist us in differentiating the causes.
COURSE OF THE DISEASE.
In order to determine whether a treatment is of value we must be well acquainted with the usual course of the disease: the greater the deviation from the average the greater the difficulty in assessing the value of any special form of treatment; and therefore our duties to-day are onerous if we are to arrive at a definite conclusion.
The variability is so great as to make prognosis with the older methods of investigation an impossibility, and even with those at our disposal at the present time, men with the most experience will have the greatest hesitation in making a prophecy.
Many of us have seen isolated cases of the disease in the young recover. In 1910 I saw a youth, aged 17, who had become so thin that his father would not go out with him ,because, if he happened to meetC any acquaintance, he was always accused of starving his son. This youth put on 3 st. in eight months, and is quite well at the present time, an officer in Egypt. Nine years ago a distant relative of mine consulted several eminent physicians, all of whom told her to go home and make her will, because she was passing 6 per cent. dextrose in the urine and suffering from polydipsia and polyuria, along with wasting and cedema. She decided that as the prognosis given was so depressing she would enjoy the remainder of her life, and eat and drink whatever she fancied. She died a few months ago, but not from diabetes mellitus. In 1909, a youth, aged 18, was sent to me with the history that he had passed urine containing more than 7 per cent. of sugar, had been put upon diabetic diet, and all the sugar had disappeared. He then returned to a normal diet, and was free from sugar for some months. Glycosuria recurred, and, on a modified constant diet without any apparent cause this percentage of sugar varied from 0 4 per cent. to 6 per cent.-that is to say, the quantity of sugar he excreted one day was 4 -grm. and the next 80 grm. This youth lived for seven years after the date upon which 7 per cent. sugar had been present in his urine.
I am indebted to Mr. Barrett (of Colwyn Bay) for being allowed to refer to a remarkable case of a man suffering from diabetic coma, in whom an injection of sodium carbonate not only led to the usual temporary recovery, but to the patient living mnore than five years after the attack of diabetic coma. The cause of death was pneumonia.
It is not my intention to' detract from the value of treatment in cases of this type, but the memory of a patient whom I 6aw five years ago makes me realize that occasionally recovery from diabetic coma takes place without any apparent cause. A lady, aged 55, who had suffered from diabetes mellitus for more than four years, was suffering from air-hunger and coma; could not be roused by noise or shaking; there was acetone in her breath. The practitioner and I gave a most grave prognosis, telling the husband that it was extremely unlikely that his wife would. rally, and asking him whether he would like us to give an intravenous injection of alkali, because we were of the opinion that it would lead to temporary return of consciousness. He took the view that this would be harrowing to the patient and relatives, and that it would be cruel to awaken her for so short a time. No injection was given. The patient recovered, and I heard quite recently that she was alive.
It is this great variability which bas made it so difficult to decide whether any drug or treatment is really beneficial, and has led to all kinds of drugs being advocated as cures. Time prevents my enumerating themn in detail, but amongst them we can number uranium salts, calcium iodide, vaccines of various types, and enzymes. No doubt individual cases have improved after the administration of each, but probably it should be written "in spite of the drug" rather than "due to it." Therapettical and Pharmacological Section 67 TREATMENT.
For many years the approved diet in diabetes was one contaiping as little carbohydrate as possible; much protein and fat were pressed upon the unfortunate patient with the hope that they might lead to a gain in weight.
Naunyn found that if a patient were made to fast for a day or two the quantity of sugar fell rapidly, and he believed that by feeding the patient generously for the next day or two he was able to build up the body.
The fast-days were later adopted by von Noorden, who introduced the so-called "green vegetable days." The green vegetables selected contained less than 5 per cent. available carbohydrate and very little else, so that a green vegetable day approached a fast-day. Guelpa adopted the view that diabetes was due to auto-intoxication, and treated the disease by fasting and purging.
The literature is full of papprs recommending modification of Naunyn's and Guelpa's suggestions, but as far as I can find the real advance has been made by F. M. Allen, of the Rockefeller Institute. I cannot do better than quote the actual words used by the author of the treatment which seems to me to be proving the most satisfactory. Dr. Allen writes.-"When the fasting patient has been free from glycosuria for twenty-four to fifty-eight hours, the next step is to begin feeding very slowly and cautiously. There need not be a fixed programme. It is desirable to individualize the diet to suit the needs of different patients, and various physicians may have personal preferences of their own. The one requirement is that the patient must remain free from both glycosuria and acidosis. Any trace of sugar is the signal for a fast-day, with or without alcohol. The original fast, to clear up the urine in the first place, may be anything from two to ten days, but after that no fast need be longer than one day. The things to be considered in the diet are carbohydrate, protein, fat, and bulk. Frequently the first thing given after the fast is carbohydrate. No distinction is necessary between different forms of starch, but there are advantages in using vegetables, following Joslin's convenient classification on the basis of carbohydrate content. The first day after fasting the only food may be 200 grm. of vegetables of the 5 or 6 per cent. class. This is increased day by day until a trace of glycosuria appears, which is checked by a fast-day. The purpose of such a programme is to learn the carbohydrate tolerance and to clear up the last traces of acidosis. After this carbohydrate period, or sometimes in place of it, protein is given and nothing else. More protein, generally as eggs and meat, is added day by day, until the patient either shows glycosuria or reaches a safe proteid ration. The purpose here is to learn the protein tolerance, and' to cover protein loss as quickly as possible. Fat is somewhat less urgently needed, except in very weak and emaciated patients, and it can be added gradually, as conditions seem to indicate. An element of bulk in the diet is necessary to give the comfortable feeling of fullness and to prevent constipation."
These few words sum up the treatment, but leave much to the individual physician to decide and perhaps to come to some definite decision in each case. It is therefore of interest to note in what way Dr. Joslin, of Boston, has standardized the suggestions in Allen's remarks Fasting.-Fast until sugar-free. Drink water freely, and one cup of tea and one cup of coffee if desired. If sugar persists after two days of fasting add, in divided portions, 300 c.c. clear meat broth.
"Alcohol.-If acidosis (diacetic acid) is present, take 0 5 c.c. alcohol per kilogram body-weight daily until acidosis disappears. Alcohol is best given in small doses every three hours. " Carbohydrate Tolerance.-When the twenty-four-hour urine is sugar-free add 150 grm. of 5 per cent. vegetables, and continue to add 5 grm. carbohydrate daily up to 20 grm., and then 5 grm. every other day, passing successively upward through the 5, 10, and 15 per cent. vegetables, 5 and 10 per cent. fruits, potato, and oatmeal to bread, unless sugar appears or the tolerance reaches 3 grm. carbohydrate per kilogram body-weight. " Proteini Tolerance.-When the urine has been sugar-free for twt days add 20 grm. protein (three eggs), and thereafter 15 grm. protein daily in the form of meat until the patient is receiving 1 grm. protein per kilogram body-weight, or if the carbohydrate tolerance is zero, only 5 grm. per kilogram body-weight.
Later, if desired, the protein may be raised to 1'5 grm. per kilogram bodyweight.
"Fat Tolerance.-While testing the protein tolerance, a small quantity of fat is included in the eggs and meat given. Add no more fat until the protein reaches 1 grin. per kilogram (unless the protein tolerance is below this figure) , but then add 25 grm. fat daily until the patient ceases to lose weight or receives not over 40 calories per kilogram body-weight. " Reappearance of Sugar.-The return of sugar demands fasting for twentyfour hours, or until sugar-free. The diet preceding the reappearance of sugar is then resumed except that the carbohydrate should not exceed half the former tolerance until the urine has been sugar-free for two weeks, and it should not then be increased more than 5 grm. per week.
"Teekly Fast-days.-Whenever the tolerance is less than 20 grm. carbohydrate, fasting should be practised one day in seven; when the tolerance is between 20 and 50 grm. carbohydrate, 5 per cent. vegetables and one-half the usual quantity of protein and fat are allowed upon the fast-day; when the tolerance is between 50 and 100 grm. carbohydrate the 10 per cent. and 15 per cent. vegetables are added as well. If the tolerance is more than 100 grm. carbohydrate upon the weekly fast-day, the carbohydrate should be halved."
The advantages of a treatment may be investigated from two points of view: that of the patient and that of the adviser. The advantages claimed by Allen are that it is possible to keep a patient's urine free from sugar and free from evidence of acidosis. In addition to this, alterations in metabolism may be demonstrated-alterations which make the patient approach the normal. First, the effect of fasting in a fairly severe diabetic is most marked, and one of the extraordinary things about it is that acidosis diminishes, which is in great contrast to the effect upon a healthy individual: when a normal individual is made to fast, acetone appears in the urine.
If the clinician were satisfied only with a treatment which cures the patient he would be one of the most dissatisfied of individuals upon this earth, for the treatments which really cure may be counted upon the fingers, and consist perhaps of quinine, arseno-benzol, and iodides: quinine in malaria, arseno-benzol in disease due to certain treponemata, and iodides in sporotrichosis. In many cases the clinician must be content if he can prolong the life of his patient and keep his patient free from pain and discomfort. Medical science cannot supply new organs, and often damaged organs will not regenerate.
The majority of cases of diabetes mellitus are due to an alteration in the functions of the pancreas. Occasionally this alteration is temporary, and recovery occurs; usually it is permanent, and all that can be done is to arrange a diet so that the functions of the damaged organ are not overstrained. Therefore, if any treatment of diabetes mellitus prolongs 'the life of the patient, relieves thirst and hunger, prevents complications such as abscesses and neuritis, that treatment must be considered satisfactory.
The modern clinician will be able to determine the efficiency of the treatment by observing the alteration in metabolism (1) The sugar in the urine.
(2) The sugar in the blood.
(3) The respiratory quotient.
(4) The alveolar air.
(5) The alteration in the quantities of ,3-oxybutyric acid and other acids excreted.
(6) The body-weight.
(1) The Sugar in the Urine. That fasting leads to a rapid fall in the quantity of sugar in the urine has been established beyond doubt; as an illustration, I refer to a case df a man, aged 55, who had suffered from diabetes for three years (2) Percentage of Sugar in the Blood.
A discussion upon the real nature of the substances which we estimate as sugar in the blood would be of immense interest, but must be postponed to a more suitable time, and for convenience to-day I shall talk of these substances as sugar.
The estimation of sugar in the blood by the method suggested by Lewis and Benedict is speedy, and a mental recreation, so that in the near future we shall possess many more data upon this point. The average percentage of sugar in normal blood is 0'1 per cent. We must realize that so far no relation has been discovered between the percentage of sugar in the blood and that in the urine. Diabetes mellitus and hyperglyceemia are not synonyms. The urine may contain quite a large percentage of sugar, whilst the blood may have less than 0'1 per cent.; on the other hand, the blood may contain O'3 per cent. of sugar and the urine may contain too little to be detected by Fehling's test. It is true that not uncommonly hyperglyceemia and glycosuria go hand in hand, and when the glycosuria ceases it is found that the sugar in the blood has fallen to 0'12 per cent. Three conditions, possibly three diseases, must be recognized: glycosuria without hyperglycaemia, glycosuria with hyperglycaemia, and hyperglycamia without glycosuria. The explanation of these phenomena may appear to be that the methods at our disposal at the present day do not differentiate between two conditions: (1) dextrose in the blood, (2) substances which are changed to dextrose and estimated as dextrose. Attractive as this explanation may appear to be, there are cogent arguments against it, for experiment has shown that the introduction of pure dextrose into the blood-stream may fail to cause any glycosuria; and again cases of glycosuria have been recorded which have started with hypoglycaemia and developed into hyperglycoemia; upon this point Dr. Langdon Brown will give us some illuminating statements. Some assume that the complications, such as abscesses, neuritis and cataract, are directly, due to the increased quantity of sugar in the blood. Assertions that there can be no doubt about this must not be accepted as proof. Repeated intravenous injections of solutions of dextrose into various animals have failed to produce these conditions, and the possibility of some other change in metabolism being responsible must be considered.
The more we think over these observations, the more difficult it is to explain them. We see that in certain cases the kidney, through which blood containing 0'3 per cent. sugar is passing, turns out urine free from sugar; whilst in another case, a kidney supplied with blood containing no more than 0 1 per cent. excretes considerable quantities of sugar. It is true that injections of phloridzin produce somewhat similar effects, and it is within the realms of possibility that a phloridzin-like body is prepared by abnormal metabolism in cases of severe diabetes, and this substance ceases to be made on withholding food from the individual. But we shall see after discussing the effect of alimentary rest upon the respiratory quotient that this explanation fails to satisfy the data before us. We must therefore hesitate in attaching more importance to the percentage of sugar in the blood than that in the urine.
(3) Respiratory Quotient.
When the organism is unable to utilize the carbohydrate supplied to it, the respiratory quotient falls to the region of 07; and rises as the capacity for oxydizing carbohydrates or for utilizing the carbohydrate radical of protein increases. In several cases it has been found that by treatment the respiratory quotient has risen from 0'72 to 0 76, demonstrating a marked improvement in being able to utilize carbohydrate.
Eugene Du Bois found that in a severe case of diabetes mellitus the metabolismn was 8 per cent. above normal, and that the patient was excreting all, or nearly all, of the sugar formed from protein and burning practically no sugar. In a nine days' fast, glycosuria ceased, the total metabolism fell to about 20 per cent. below normal and the respiratory quotient showed that sugar formed from protein was being burnt.
This observation tempts speculation: Is it that alimentary rest allows the pancreas to stop secreting pancreatic juice, and that this permits it to carry out its internal secreting process in a more complete manner ?
(4) The Alveolar Air. Examination of the alveolar air leads one to the samne conclusion as the respiratory quotient, and is a more rapid method and better adapted for use in the wards.
(5) The Production of /-oxybutyric and other Acids. The most rapid method of arriving .at some idea of the quantity of these acids excreted is by the estimation of the ammonia in the urine; this estimation, if it is allowed to include amino acids by the formic aldehyde method, is extremely rapid; but one must remember that Cammidge has shown that the estimation of amino acids is of very great value, and the greater the quantity appearing in the urine, the worse the prognosis. A rapid fall in the quantity of ammonia appearing in the urine the worse the prognosis. A rapid fall in the quantity of ammonia appearing in the urine upon starvation shows that the production of these acids must diminish rapidly.
(6) Body-weight. One would expect a patient to lose weight fairly rapidly even if kept in bed and supplied with a certain amount of alcohol. The loss of weight does not cause any great inconvenience, and usually within a fortnight of the beginning of the treatment a diet has been arrived at which causes loss of weight to be extremely slight, and after a further period weight becomes stationary, or it may even increase a few ounces during the week.
The difficulty in carrying out the treatment depends greatly upon the surroundings of the patient. Before we have had experience and have satisfied ourselves that the benefits accruing are considerable, we do not feel justified in explaining to the patient the gravity of his condition, for it is only when one is certain that one can do good that it is permissible to arouse alarm in the patient. Without explaining what may happen if treatment be not adopted, the average patient refuses to undergo the discomfort of several days' fast and then a restricted diet for some weeks; but my impression is that by having some number of patients undergoing a similar course of treatment in the same ward any tendency to rebellion in one of them is neutralized by the others. One patient who is taking a fair diet after having been through the treatment, and having lost his thirst and polyuria, induces those who are at the beginning of the treatment to see it through. In private, the success of the treatment depends to a large extent upon the confidence which can be instilled into the patient. Sympathizing relatives should be prevented from seeing the patient and expressing their foolish views on the question of food. In my experience, the administration of -thrice-cooked vegetables seems to possess a greater use than many have attrilbuted to it, and rather than give a few ounces of vegetables which have been cooked once I prefer giving two or three times the quantity which have been cooked three times. These satisfy the hunger temporarily.
The treatment has its limits, and I venture to prophesy that we shall find that, certain forms of diabetes mellitus may progress best when passing a certain amount of sugar in the urine.
The diet of a typical case is given in detail. After the fast and the urine had become free from sugar the diet allowed was: For breakfastcocoa, with 2 oz. of boiled celery. vegetables, and 1 oz. butter. For tea-an egg and j oz. butter. For supper-clear soup, 2 oz. fish or meat, 2 oz. of potato or macaroni, 2 oz. of 5 per cent. vegetables, 1 oz. of butter, and grape-fruit.
On April 16: For breakfast-cocoa, two rashers of bacon, an egg, 1 oz. of dry oatmeal (cooked), 1 oz. of cream, 1 oz. of white bread, and i oz. butter. For dinner-2 oz. of cooked meat, 4 oz. of 5 per cent. vegetables, 2 oz. of 10 per cent. vegetables, and 1 oz. of butter; For tea-' oz. of cream, I oz. of white bread, and I oz. of butter. For supper-clear soup, 2 oz. of meat, 2 oz. of potato or macaroni, 2 oz. of 5 per cent. vegetables, 1 oz. of butter, and grape-fruit. On April 29: For breakfast-cocoa, two rashers of bacon,an egg, 1 oz. of dry oatmeal (cooked), 1 oz. of white bread, and l oz. of butter. For dinner-2 oz. of cooked meat, 2 oz. of 10 per cent. vegetables, 1 oz. of butter, and i oz. of rice (cooked as pudding). For tea-tea with cream, 1 oz. of bread, l oz. of butter, and i oz. of sponge cake. For supper-clear soup, 2 oz. of cooked meat, 2 oz. of potato or macaroni, 2 oz. of 5 per cent. vegetables, 1 oz. of butter, l oz. of pudding, and grape-fruit.
The diet at present consists of 60 grm. protein, 165 grm. fat, and 97 grm. carbohydrate, which gives energy of 2,113 calories.
On one occasion, when the quantity of rice was increased too rapidly, the patient had sugar in the urine. She fasted for one day and then was free from sugar.
You will note that so-called diabetic preparations make no appearance in the list. Since the maximum amount of protein allowed is 1 grm. per kilogram weight, one can understand that this is taken as meat and eags, and the type of bread wanted is one containing much cellulose and a little starch. I must add that this is a case of a girl, aged 22, who had been under treatment for two years and had been passing 3 per cent. of sugar while upon a so-called antidiabetic diet.
Most of us have seen some number of cases of diabetes mellitus which have developed tuberculosis, and it is remarkable that, when they develop tuberculosis, sugar frequently disappears from the urine. The case I have just referred to I have examined in considerable detail, and have failed to find any evidence of tuberculosis. I have quoted this case simply as an instance; there are quite a number which have come under my observation that are running a similar course.
No one will claim that the treatment is a cure, or even the most perfect which can be devised. It is my impression that it is a great advance upon any in general use, and that those which regulate the quantities and ratios of the constituents of a diet by frequent analyses of the urine to determine the quantities of urea, ammonia, acetone, aceto-acetic acid, oxybutyric acid, and total nitrogen, combined with an initial fast, approach perfection.
Allen has shown that the tolerance for carbohydrate in many cases of diabetes mellitus depends upon the amount of exercise taken; the greater the exercise the greater the tolerance. The rules supplied by Allen.will allow this increased tolerance to be utilized by the ordinary worker. Therefore, as a practical method, it may be of service to the diabetics amongst the labouring classes, whilst the more complex methods have a very limited application.
So far only one case has proved a failure-a young sailor ,who developed diabetes mellitus shortly after the Battle of the Falkland Islands. During that time he was looking after the electric plant in one of the battleships, and he was submitted to high temperature and considerable anxiety. He did not come under treatment till close upon a year after the disease had started, but his linaits were so low as to ruakl it practically impossible for the treatment to be continued other *than by continuous starvation; and since he was extremely thin when he came into hospital, I thought it advisable to let him have comparative comfort during the short time he was likely to remain with us. He was quite happy and cheerful until he developed coma.
Yesterday I received a letter from Dr. F. M. Allen in reply to a request to let this Society know his latest results; and, as a model of modesty and guarded prophecy, I have pleasure in reading it to you: " DEAR SIR,-We have had, approximately, seventy cases here. Dr.
Joslin has had more than that, and the treatment has also been used rather widely in this country. Our longest experience to date is approximately two years. Naturally, we do pot claim to have a cure for diabetes, but the favourable results as outlined in the preliminary papers seem fully justified up to the present. Patients of the worst type are cleared up and kept clear. They feel very much better and frequently improve considerably. By a brief departure from diet they may lose as much as they have gained in several months of treatment, but it has proved feasible for them to follow diet, and with few exceptions they have done so faithfully and consistently. I now feel no hesitation, on the basis of our experiments here and the reports of others, in affirming that this method constitutes an improvement over previous methods of treatment, but just how much can be done ultimately with the severe type of cases that we take remains for the future to show.-Very truly yours, FREDERICK M. ALLEN."
It has taken 110 years to cover the distance between the Rollo milestone and the Allen milestone. May the distance between those on the road of the future be as great, but the time taken to reach and pass them very much less! Dr. E. I. SPRIGGS.
After the excellent description of the experimental basis and the procedure of the fasting treatment of diabetes to which we have listened, I propose to confine myself to a brief account of our experience with the method at Duff House. The treatment has not been in use long enough to justify anything like a statistical analysis. I shall therefore pick out those cases which are most instructive both as regards the results obtained and the difficulties met with.
Fasting has been used in diabetes as a means of reducing the sugar in the urine ever since it was proposed by Naunyn. It has usually, however, been prescribed with nmuch caution, in earlier days because
